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AMENDMENTS TO THE CLAIMS 



1 . (Currently amended) Us e of the compounds of the general A method of treating a 

disease, damage or disorder of the central nervous system associated with a disorder of 
neurochemical equilibrium of a biogenic amine or other neurotransmitter, comprising administering 
to a subject in need thereof a compound of formula I formula IA or formula IB 




I 

wherein 

X! means is selected from the group consisting of CH 3 or a heteroatom selected from a group 
c onsisting of CH? ,Q, S, S(=0), S(=0) 2 and NR a , wherein R a is selected from the group consisting of 
hydrogen^ or a substitu e nt s e l e ct e d from th e group consisting of C i-C3-alkyl, C i -C 3 -alkanoyl, C1-C7- 
alkoxycarbonyl, Cv-Cio-arylalkyloxycarbonyl, C7-C 10-aroyl, C T -Ci 0 -arylalkyl, C3-C7- alkylsilyl and 
C5 - C 1 o - alky lsi 1 yl alky 1 o x yalkyl ; 

Y and Z are each independently from each oth e r m e an one or more identical or differ e nt 
substitu e nts linked to any availabl e carbon atom selected from the group consisting of hydrogen, 
halogen, C 1 -C 4 - alkyl, C2-C 4 -alkenyl, C^-C^- alkinyl alkvnvk halo-C i-C 4 -alkyl, hydroxy, C1-C4- 
alkoxy, trifluoromethoxy, Ci~C 4 -alkanoyl, amino, amino-Ci-C 4 -alkyl, A^-(Ci-C 4 -alkyl) amino, 7V„iV- 
di(Ci-C 4 -alkyl) amino, thiol, Ci-C 4 -alkylthio, sulfonyl, Ci-C 4 -alkylsulfonyl, sulfinyl, C1-C4- 
alkylsulfinyl, carboxy, Ci-C 4 -alkoxycarbonyl, cyano and nitro; 

R 1 m e ans is selected from the group consisting of hydrogen, CHO, CH 2 OH, or and a 
substituent of the formula II: 
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/ R3 

(CH 2 )-Q-(CH 2 )-Q 2 -N n 

R 4 

II 

wherein 

R 3 arid R 4 simultaneously or are each independently from each other have the 
meaning ofhydrogen , Ci-C 4 -alkyl or aryl having the m e aning of an aromatic ring as w e ll as 
fused aromatic rings containing on e ring with at least 6 carbon atoms or two rings with 
totally lO carbon atoms and with alt e rnating doubl e bonds b e tw ee n carbon atoms ; or 

R 3 and R 4 taken together with the nitrogen atom to which they are attached form Jvf 
have the moaning of a heterocycle or net ero aryl group wh e rein heterocycle relates to five 
member or six member fully saturated or partly unsaturat e d hetcro cycle group containing at 
l e ast one hetero atom s e l e ct e d from the group consisting of O, S and M and where said 
heterocycle can b e that is optionally substituted with one or two substituents which are 
selected from the group consisting of halogen, C1-C4 alkyl, cyano, nitro, hydroxy, C1-C4 
alkoxy, thiol, C1-C4 alkylthio, amino, iV-(Ci-C 4 ) alkyl ami no, A^, A^-di(C 1 -C 4 -alkyl)-arnino, 
sulfonyl, C1-C4 alkyl sulfonyl, sulfinyl, and C1-C4 alkylsulfinyl; and wherein heteroaryl 
relates to aromatic and partially aromatic groups of a monocyclic or bicyclic ring with 4 to 
12 carbon atoms and at least one of thorn being hetero atom s e lect e d from the group 
consisting of O, S and 1ST and wh e re said heteroaryl can be optionally substitut e d with on e or 
two substituents which ar e s e lected from halogen, C± -£^4 . alkyl, cyano, nitro, hydroxy, 
a lkoxy, thiol, C^ -O * alkylthio, amino, TV (C ^-^ 4 ) alkyl amino , _ZV, A^ - di alkyl) amino, 

sulfonyl, C4 --€ 4 alkyl sulfonyl, sulfinyl, C 4 -€ U alkylsulfinyl ; 

m represents is an integer from 1 to 3 

n r e pr e s e nts is an integer from 0 to 3 ; 

Qi and Q 2 are each independently selected from the group consisting of from e ach 
other have th e moaning of oxygen, sulfur^ or a group: 
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C N 



C CH 



wherein substitu e nts 

yi and y 2 are each independently selected from the group consisting of from e ach 
other have th e meaning of hydrogen, halogen, Ci-C4-alkyl optionally substituted with one T 
two, three or more substituents selected from the group consisting of halogen atom , hydroxy, 
Ci-C 4 alkoxy, thiol, C1-C4 alkylthio, amino, N-(Ci-C 4 ) alkylamino, N,N-di(Ci-C 4 -alkyl)- 
amino, sulfonyl, C1-C4 alkylsulfonyl, sulfinyl and C1-C4 alkylsulfinyl; hydroxy: C1-C4- 
alkoxy; C i -CU-alkanovl; thiol; C t -CU- alkylthio; sulfonyl: C i -CU-alkylsulfonyl : sulfinyl; C^- 
C 4 - alkylsulfinyl; cyano; nitro, and an aryl group optionally substituted with one , two, thr e e 
or more substituents selected from the group consisting of halogen atom , hydroxy, C1-C4 
alkoxy, thiol, C1-C4 alkylthio, amino, N-(C 1 -C4) alkylamino, N,N-di(Ci-C4-alkyl) -amino, 
sulfonyl, C1-C4 alkylsulfonyl, sulfinyl and C1-C4 alkylsulfinyl wherein aryl has th e m e aning 
as defined abov e ; hydroxy; C4 .-€ 4 alkoxy; C^ -Ga allcanoyl; thiol; C i-€ 4 alkylthio; sulfonyl; 
G^-Ga allcylsulfonyl; sulfinyl; C4 --O4 alkylsulfinyl ; cyano; nitro , or 

V1 and y? taken together with the carbon atom to which they are attached form a 
carbonyl group or an imino group; or 

has th e maning of hydrog e n provided that simultaneously R 2 has th e m e aning of 
GHa OCHa €Ha Si(CH^^, CHa GHaG^-GBbGjH bOH or a substituent of th e formula II; 

R 2 means is hydrogen, C H 2 O C FT 2 CfT 2 S i (C H 3 ) 3 , CH 2 CH 2 C 6 H 5 , CH 2 CH 2 OH or a 
substituent of the formula II , wh e rein formula II has th e m e aning as d e fined abov e; 
and their a pharmaceutic ally acceptable salt or solvate thereof, with the proviso that when R 1 
is hydrogen, R 2 is not hydrogen , salts and solvat e s for the manufacture of pharmaceutical 
formulations for th e tr e atment and pr e v e ntion of dis e ases, damag e s and disorders of th e c e ntral 
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nervous system caused by disorders of n e urochemical equilibrium of biog e nic amin e s or oth e r 
neurotransmitters . 

2. (Currently amended) Us e according to The method of claim 1, wherein the s e lect e d 
biogenic amines are amine is serotonin, norepinephrine and or dopamine. 

3. (Currently amended) Use according to The method of claim 1, wherein the 
neurotransmitter is glutamate. 

4. (Currently amended) U se according to claims 1 , 2 or 3 The method of claim 1 
wherein the compounds compound of the general formula [[I]] TA or formula IB aet upon the 
neurochemical equilibrium by r e gulating regulates the synthesis, storage, release, metabolism, 
storing, releasing, m e tabolizing and/or reab sorption or receptor binding of a biogenic amine amines 
or neurotransmitter n e urotransmitt e rs and binding to th e ir receptors . 

5. (Currently amended) Use according to The method of claim 4, wherein the 
compoundG compound of the g e n e ral formula [[I]] IA or formula UB show binding affinity binds to 
a receptor of one or mor e a biogenic amines amine. 

6. (Currently amended) Use according to The method of claim 5, wherein the 

c o mp o unds compound of th e g e neral formula [[I]] IA or formula IB show a significant binding 
affinity binds to a serotonin 5-HT 2A and or 5 rlT 2 c receptors receptor . 

7. (Currently amended) Us e according to The method of claim 6, wherein the 
compounds compound of th e g e n e ral formula [[I]] IA or formula IB show binding affinity to 
s e lected binds to a serotonin 5-HT?a or 5-HT?c r e c e ptors receptor with an in a conc e ntration of 
IC5o ^l jLiIVl of less than 1 u-IVl . 



8 . (Currently amended) Use according to The method of claim 1 , wherein the 

compounds compound of the g e n e ral formula [[I]] IA or formula IB act as binds to a crl receptor 
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ligands in a conc e ntration of with an ICso ^l uJVl of less than 1 jiiTVT by modulating central 
neurotransmitt e r system . 

9. (Currently amended) Us e according to claims 1, 6 or 8 The method of claim 1 , 
wherein the compounds compound of the g e n e ral formula [TUT TA or formula TR show dual binding 
affinity binds to aal receptor and to at least one serotonin receptor selected from 5-HT 2A and 5- 
HT 2 c. 

10. (Currently amended) Use according to The method of claim 1, wherein the dis e as es 
and disorders disease or disorder of the central nervous system are is selected from the group 
consisting of anxiety, depression and mod e st d e pr e ssion , bipolar disorders, sleeping disorders, 
sexual disorders, psychosis, borderline psychosis, schizophrenia, migraine, personality disorders^ 
and obsessive-compulsive disorders, social phobia^ er panic attacks, organic mental disorders in 
children, aggression, memory disorders^ and personality disorders in elderly people, addiction, 
obesity, bulimia and similar other eating disorders, snoring, and premenstrual troubles. 

1 1 . (Currently amended) Us e according to The method of claim 1 , wherein the damages 
ef damage to the central nervous system are is caused by trauma, brain stroke, neurodegenerative 
diseases, cardiovascular disorders such as high blood pr e ssure , thrombosis, infarct as well as by or 
gastrointestinal disorders. 

12. (Currently amended) Use according to The method of claim 1 wherein X represents 
is O, S, or lSTR a wherein R a is hydrogen or a substituent selected from the group consisting of C1-C3- 
alkyl, C 1 -C 3 -alkanoyl, CvCio-aroyl and C 7 -C 10 -arylalkyl. 

1 3 . (Currently amended) Us e according to claims 1 or 12 The method of claim 1 „ 
wherein Y and Z are each independently from e ach other m e an one or more identical or diff e rent 
substituent s link e d to any available carbon atom selected from the group consisting of hydrogen, 
fluorine, chlorine, bromine, C i-C 4 -alkyl, halo-Ci-C4-alkyl, hydroxy, Ci-C4-alkoxy, 
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trifluoromethoxy, Ci-C 4 -alkaiioyl, amino, amino- C i -CU-alkyl, Ci-C 4 -alkyl amino, A^-(Ci-C 4 - 
alkyl) amino, JV,A/-di(C i -C 4 -alkyl) amino, thiol, C i -C 4 -alkylthio , cyano and nitro. 

14. (Currently amended) Us e according to claims 1, 12 or 13 The method of claim 1, 
wherein R 1 has the mailing of is hydrogen, CHO, CH 2 OH, or a substituent of the formula II: 

II 

(CH 2 ) m -Q-(CH 2 )-Q-N x 

R 

wherein 

R 3 and R 4 simultaneously or are each independently from e ach other have the m e aning of 
hydrogen, Ci-C 4 -alkyl, or aryl wh e rein ary has th e meaning as d e fined above ; or 

R 3 and R 4 taken together with [[1ST]] the nitrogen atom to which they are attached hav e th e 
meaning of form a heterocycle or heteroaryl group selected from the group consisting of 
morpholine-4-yl, piperidine-1 -yl, pyrrolidine- 1 -yl, imidazole- 1 -yl and piperazine-l-yl; 

m repr e sents an is an integer from 1 to 3 ; 

n r e presents an is an integer from O to 3 ; and 

Qi and Q? independ e ntly from each oth e r hav e th e m e aning of are each independently 
oxygen or CT1 2 group ; 

with the proviso that when R 1 is hydrogen, R 2 is not hydrogen , 
or 

R 1 has the meaning of hydrogen provided that simultaneously R s has th e m e aning of 
GH a O CH aGSa SiCCH ^^ , CHaGMaG^-GMaGMaQH or a substituent of the formula II . 

15. (Currently amended) Us e according to The method of claim 1, wherein the 
compounds compound of th e general formula [[I]] IA or formula LB is ,pharmac e utically acc e ptabl e 
salts and solvat e s th e r e of are selected from the group consisting of: 

2-(8-oxa-l ,2-diaza-dibenzo[e,h]azulene- 1 -yl)-ethanol; 
2-(8-oxa- 1 ,2-diaza-dibenzo[e,h]azulene-2-yl)-ethanol; 
2-(8-thia- 1 ,2-diaza-dibenzo[e,h]azulene- 1 -yl)-ethanol; 
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2-(8-thia-l ,2-diaza-dibenzo [e,h] azulene-2-yl)-ethanol; 

(2-phenethyl 2FT~8-oxa- 1 ,2-diaza-dibenzo [e,h]azulene-3-yl)-methanol; 
(2 -phen e thyl-2M- 8-thi a- 1 ,2-diaza-dibenzo [e,h] azulene-3-yl)-methano1; 

[ 2 - ( 2 - trim e thy 1 s i lyl- etho x yme thy 1) - 2 H - 8 - ox a- 1 , 2 - di az a- dib enz o [ e , h]azulene-3-yl] -methanol; 
[2-(2-trimethylsilyl-ethoxyrnethyl)-2H-8-thia-l,2-diaza-diberizo[e ? h] azulcnc- 3 - yl] -methanol ; 
[ 1 1 -chloro-2-(2-trimethylsilyl-ethoxymethyl)-21-T-8-oxa-l ,2-diaza-dibenzo [e,h]azulene-3- 
yl] -methanol; 

dimethyl- {2-[2-(8-thia-l > 2-diaza-dibenzo[e,h]azixlen-l-yl)-ethoxy]- ethyl} -amine; 
dimethyl- {3-[2-(8-thia-l ,2-diaza-dibenzo[e,h]azulen-l-yl)-ethoxy]-propyl} -amine; 
dimethyl- {2-[2-(8-thia-l ,2-diaza-dibenzo[e,h]azulen-2-yl)-ethoxy] -ethyl} -amine; 
dimethyl- {3-[2-(8-thia-l ,2-diaza-dibenzo [e,h]aznlen-2-yl)-ethoxy] -propyl} -amine; 
dimethyl- [2-(2-phenethyl-2H- 8 -oxa-1 ,2 -diaza-dibenzo[e,h] azm en- 3 -ylmethoxy) -ethyl] - 

amine; 

dimethyl- [3-(2-phenethyl-2H- 8 -oxa-1 ,2 -diaza-dibenzo[ e,h]aznl en- 3 -ylmethoxy) -propyl- 
amine; 

dimethyl- [2-(2-phen ethyl-2H-8-thia- 1 ,2-diaza-dibenzo [e^h] aznlen-3 -ylmethoxy)- ethyl] - 

amine; 

dimethyl- [ 3 -(2-phenethyl-2H-8-thi a- l,2-diaza-dibenzo[e,h]aziilen-3-ylmethoxy)-propyl]- 

amine; 

dimethyl- {2-[2-(2-trimethylsilyl-ethoxymethyl)-2H-8-oxa-l ,2-diaza-dibenzo [e,h]azul en- 3- 
ylmethoxy] -ethyl} -amine; 

dimethyl- [2-(lH-8-ox a- 1 ,2 -diaza-dibenzo[e,h]azulen- 3 -ylmethoxy) -ethyl] -amine; 

dimethyl- [2-(2H-8-oxa- 1 ,2-diaza-dibenzo [e,h] azulen-3 -ylmethoxy) -ethyl] - amine; 

dimethyl- {3-[2-(2-trimethylsilyl-ethoxymethyl)-2H-8-oxa- 1 ,2-diaza-dibenzo[e,h] azrilen-3- 
ylmethoxy] -propyl} -amine; 

dimethyl- [3 -( 1 H-8-oxa- 1 ,2-diaza-dibenzo [e,h] azulen-3 -ylmethoxy) -propyl] -amine; 

dimethyl-[3-(2H-8-oxa-l,2-diaza-dibenzo[e,h]aznlen-3-ylmethoxy)-propyl] -amine; 

dimethyl- {2-[2-(2-trimethylsilyl-ethoxymethyl)-2H-8-thia- 1 ,2-diaza-dibenzo [e,h] azulen-3- 
ylmethoxy] -ethyl} -amine; 

9 



Application No. National Phase of PCT/HR2004/000053 1 0 Docket No . : 03 8 1 8/02044 1 7-USO 

Amendment dated May 1 9, 2006 
First Preliminary Amendment 

dimethyl- [2 -( 1 H- 8 -thia- 1 ,2-diaza-dibenzo [e,h] azulen-3 -ylmetlioxy)- ethyl] -amine; 

dimethyl- [2-(2H- 8 -thia- 1 ,2-diaza-dibenzo [e,h] azulen-3 -ylmethoxy)- ethyl] -amine; 

dimethyl- { 3 - [2-(2-trimethylsilyl- ethoxymethyl)-2H- 8 -thia- 1 ,2-d i aza-dibenzo [ e,hj azulen-3 - 
ylmethoxy] -propyl} -amine; 

dimethyl- [3 -( 1 H- 8 -thia- 1 ,2-diaza-dibenzo [e,h] azulen-3 -ylmethoxy) -propyl] -amine; 

dimethyl- [ 3 -(2H- 8 -thia- 1 ,2-diaza-dibenzo [e,h] azulen-3 -ylmethoxy) -propyl] -amine; 

{2-[l l-chloro-2-(2-trimethylsilyl-ethoxymethyl)-2H-8-oxa-l,2-diaza-dibenzo[e,h] azulen-3- 
ylmethoxy] -ethyl} -dimethyl- amine; 

[2-( 1 1 -chloro- lH-8-oxa- 1 ,2-diaza-dibenzo [e,h] azulen-3 -ylmethoxy) -ethyl] -dimethyl- amine; 

[2-(l 1 -chloro-2H-8-oxa- 1 ,2 -diaza-dibenzo[e,h] azulen-3 -ylmethoxy) -ethyl] -dimethyl- amine; 

{ 3 - [ 1 1 -chloro-2-(2-trimethylsilyl-ethoxymethyl)-2H-8-oxa-l ,2-diaza-dibenzo [e,h] azulen-3- 
ylmethoxy] -propyl} -dimethyl -amine, 

[3-( 1 1 -chloro - 1 H-8-oxa- 1 ,2 -diaza-dibenzo[ e,h] azulen-3 -ylmethoxy) -propyl] -dimethyl- 
amine; and 

[3-(l l-chloro-2H-8-oxa-l,2-diaza-dibenzo[e,h] azulen-3 -ylmethoxy) -propyl] -dimethyl- 
amine ; and 

a pharmaceutical! y acceptable salt or solvate thereof* . 



lO 



